Background: Oral clefts are one of the most common birth defects worldwide. They require multiple healthcare interventions and add significant burden on the health and quality of life of affected individuals. However, not much is known about the long term effects of oral clefts on health and healthcare use of affected individuals. In this study, we evaluate the effects of oral clefts on hospital use throughout the lifespan.
Background
Birth defects are common health problems with life-long implications. For example, about 3% of all children in the United States (US) are born with birth defects [1] . Oral clefts or cleft lip and/or cleft palate are one of the most prevalent birth defects and include clefts of the lip with or without the palate or clefts of the palate only. More than 6,500 affected babies were born with oral clefts in 2001 in the US [1] . Oral cleft incidence ranges between 1 per 500 to 1 per 2500 births and varies by ancestral origin and socioeconomic status [2] . The majority of cases occur without other major birth defects [3, 4] . A complex etiology of genetic and environmental factors likely contributes to oral clefts [5] [6] [7] [8] [9] [10] [11] .
Oral clefts are associated with difficulties in feeding, growth, cognitive development, speech and behavior and require several surgical, medical, nutritional, dental, and other healthcare interventions [12, 13] . Oral clefts may significantly increase the risk of neonatal and infant mortality, especially when present with other birth defects [5, [14] [15] [16] [17] [18] . Furthermore, oral clefts may increase long-term all-cause mortality and suicide risks [19] .
Several studies have found reductions in the quality of life and psychosocial performance among affected individuals that is partly related to low satisfaction with facial appearance [18, [20] [21] [22] [23] [24] [25] . The effects of oral clefts may also extend through adulthood and reduce psychosocial, educational, and economic achievement [26] [27] [28] [29] [30] .
Identifying the effects of oral clefts on long-term healthcare use is particularly important for assessing the healthcare needs of affected individuals throughout life and devising healthcare practices and policies that address these needs. Oral clefts significantly increase individual healthcare expenditures during childhood by up to 8 times [31] . However, studies of the long-term effects of oral clefts on healthcare use based on large population-based samples are extremely rare. One study reported that adults with oral clefts have increased risks of psychiatric hospitalizations due to mental retardation and substance abuse (RR = 1.8) and autism (RR = 5.9) [32] . Additionally, that study found that adults with cleft palate alone have a higher admission risk due to autism. To our knowledge, no other studies have evaluated the long-term hospital use of affected individuals. Such an evaluation is crucial especially with previous reports of increased mental health-related hospitalizations and long-term risks of specific cancer types, even though there is no significant overall cancer increase risk [33] .
In this paper, we assess the effects of oral clefts on hospital use from birth through 68 years of age using an extensive and unique population-level dataset from Denmark. One inherent limitation in conducting such studies has been the lack of appropriate data sources and health registries that allow following affected individuals throughout life. The Danish national population-level healthcare, demographic, and economic datasets provide an important resource and methodological strength for these studies. Denmark and other Scandinavian countries have the highest prevalence rates of oral clefts among populations of Caucasian ancestry (about 1 in 500 births) [34] . Another advantage of employing data from Denmark is that individuals face essentially the same health insurance availability, which may be a strong confounder for studies of the effects of birth defects on healthcare use in settings where insurance availability varies between individuals with birth defects and unaffected individuals. Health insurance is a strong predictor of healthcare use, and individuals with birth defects may face added difficulties in obtaining insurance in countries with multiple payers and insurance systems. Direct adjustment for insurance status may not be adequate due to self-selection into insurance status in such countries based on unobserved factors (adverse self-selection).
Methods

Data source and study sample
The study uses linked data from various national and population-level registries and datasets in Denmark. These datasets provide individual-level data on several outcomes and variables, have been used in several studies, and are known to be of high quality with low missing data rates [35] . Statistics Denmark administers the access to these datasets and ensures that security, confidentiality, and anonymity are maintained while allowing micro-level data analysis. [34] . The registry is assembled from various data sources including surgical records from the two hospitals where all oral cleft repairs surgeries are done -cleft surgeries have been centralized in Denmark since the mid 1930s. The registry also uses the records of the National Institute for Defects of Speech to which midwives and other health professionals are required to report observed cases with oral clefts. The registry includes data on presence of other malformations or syndromes. The majority of registered cases (including most of the cases born in the 1960s or later) can be linked at Statistics Denmark to the other national registries through the unique personal identification numbers.
The Danish National Patient Registry is maintained by the Danish National Board of Health and includes data from local health authorities in order to facilitate planning in the health care system. The dataset provides data on somatic hospitalizations including admission/ discharge dates, diagnoses (using standard codes ICD 8 and 10), and operations. The Danish Civil Registration System includes information about marital and vital status and residence reported through local municipalities. The Danish Demographic Database is constructed by Statistics Denmark from several public administrative databases and includes data on cause of death, date and country of migration, and relationship to others sharing the same dwelling. The socioeconomic data are obtained from the Integrated Database for Labor Market Research which is based on a number of registers [36] .
The cases in the study sample include 7,670 individuals born between 1936 and 2002 with oral clefts but without other major birth defects such as neural tube defects or recognized syndromes as identified from the Danish Facial Cleft Database [37] . About 9.6% of individuals in the Danish Facial Cleft Database have another major malformation besides oral clefts or a genetic syndrome [38] . As mentioned above, this sample includes virtually all individuals born with oral clefts and without other major birth defects during this period in Denmark. The controls in the study sample include 220,113 individuals without oral clefts from a randomly selected sample of about 5% of the total population of births in Denmark each year from 1936 to 2002. Both cases and controls are limited to individuals born in Denmark who were alive on or born after January 1st, 1981 (the beginning date for hospitalization data availability), lived (at least for some time) in Denmark between 1981 and 2004, and have complete information on the study variables.
Empirical model and statistical analysis
We employ a panel data design where individuals have a measurement of hospitalizations for each year that they are observed in the sample. We model hospitalizations in a given year as a function of cleft status and other variables that may affect hospital use. Specifically, we use the following function:
where for individual i, the number of days hospitalized in year t (HOSPITALIZATIONS) are a function of whether the individual was born with a cleft or not (CLEFT), demographic characteristics including the individual's age, sex, and number of days spent in Denmark (DEMOGRAPHIC), and year fixed effects (YEAR). Hospitalization risks are expected to vary over age. Cleft repairs are usually completed early in life (within the first two years of life). Some follow-up surgeries may be performed during adolescence. Since cleft repair surgeries in Denmark are centralized and surgical repair costs are covered by the universal health insurance program, there is limited variation in age at repair. After adolescence, there are generally no increased hospitalizations due to cleft repair, and any additional hospitalization risks are expected to be almost entirely due to physical and mental health co-morbidities of oral clefts. In order to capture changes in hospitalization risks due to oral clefts over age, we model hospitalizations during several age groups that are feasible with the available data including 0-9, 10-19, 20-29, 30-39, 40-49, 50-59 and 60-68 years, which cover most of the life span. We do not exclude hospitalizations due to cleft repair surgeries during childhood and adolescence in order to capture the "total" effects of oral clefts on hospitalizations, and not only effects through cleft co-morbidities.
Given that parental socioeconomic and demographic factors may affect the child's cleft risks and hospitalization outcomes, we also adjust in (Equation 1) models for age groups 0-9 and 10-19 years for maternal and paternal education, employment and income in year t-1 (PARENT_SO-CIOECONOMIC), maternal and paternal ages in year t (PARENT_DEMOGRAPHIC), maternal marital status in year t-1 (PARENT_MARITAL), and area-level characteristics in year t-1 including maternal county of residence and county's population density (AREA) as follows:
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We use (') to indicate that the coefficients vary between (Equation 1) and (Equation 2). We include the socioeconomic, marital status and area variables at time t-1 given that child hospitalizations may have reverse effects on parental income, employment, marital status, and residential location.
We do not include parental socioeconomic and demographic characteristics for ages older than 19 years as these are not available for a large proportion of these age groups (links between parent and children are available beginning for the 1953 birth cohort and are nearly complete from 1960) [39] . Furthermore, we do not include in the main model for age groups older than 19 individual-level socioeconomic characteristics because, as mentioned above, cleft status may have negative impacts on the individual's educational attainment, wealth, employment, and marriage status, which in turn may affect hospitalizations. Therefore, estimating the "total" effects of cleft status on hospitalizations requires omitting these variables from the model. However, we also evaluate the "direct" effects of oral clefts on hospitalizations separately from the indirect effects on psychosocial and economic performance by estimating an additional specification of (Equation 1) for ages 20 years and older that controls for individual-level education, income, marital status, employment, and marital status (SOCIOECONOMIC) as well as county of residence and county's population density (AREA) given that oral cleft status may affect the individual's social mobility and residential location. All these additional socioeconomic and area controls are measured at year t-1 in order to account for the potential reverse effects of hospitalizations on these variables.
We use (") to indicate that the coefficients are different from the above two equations. In addition to estimating the effects of any cleft, we estimate the effects of cleft types (cleft lip alone, cleft palate alone, and cleft lip with palate) on hospitalizations given that oral cleft status effects may vary by cleft type/severity. Tables 1 and 2 list the distribution of all model variables for ages 19 years or younger and older than 19 years, respectively.
The number of days hospitalized per year includes a high proportion of zero values (zero-inflated measure) and is skewed to the right due to the small proportion of lengthy hospitalizations. Two-part models [40] , commonly referred to as Hurdle models in the case of count dependent variables, are typically used for outcomes with such a distribution [41, 42] . The first part estimates the probability of hospital admission, and the second part estimates the function of hospitalization days for those who were hospitalized. In addition to accommodating the zero-inflated and right-skewed dependent variable, the two-part model evaluates if oral clefts have different effects on hospitalization propensity and on length of stay after admission. For example, individuals with clefts may have a higher propensity of being admitted to the hospital due to potentially facing higher risks for certain chronic conditions (such as mental health issues or cancer). However, once admitted, they may or may not have a different length of stay. We use a two-part model with logistic regression to estimate the probability function for hospital admission and zero-truncated Poisson regression to fit the function of length of stay for admitted individuals. We evaluate the effects of oral clefts in both functions and estimate the overall combined incremental effect on hospitalization days from both models. We estimate the standard error of the overall incremental effect using bootstrap with 500 replications. In order to account for the multiple yearly observations of the same individual over the entire age group when evaluating the oral cleft effects on hospitalization probability and length of stay for those hospitalized, we estimate the variance-covariance matrix for the regression coefficients using a robust Huber-type estimator [43] . This estimator accounts for the repeated observations of the same individual over time in the used panel data design. Given that the logistic regression and zero-truncated Poisson regression models are expected to provide consistent estimates of the regression coefficients, adjusting the standard error estimates is appropriate in this case for accounting for repeated measurements. Figure 1 shows the hospital admission rates and length of stay by age for the cleft and control groups. Individuals with oral clefts have higher hospital admission rates than individuals without clefts at all age groups but the differences decrease significantly with age. Also, hospitalized individuals with clefts have on average a longer length of stay for most age groups except at 60-68 years of age, with the differences significantly decreasing with age. The average annual hospital admission rates among the individuals with oral clefts range from 27% during ages 0-9 years to 13% during ages 60-68 years. The lowest hospital admission rate for affected individuals is 10% for ages 40-49 years. The average annual hospital admission rate for individuals without clefts ranges from 9% for ages 0-9 years to 13% for ages 60-68, with a lowest admission rate of 6% for ages 11-19 years.
Results
Sample description
The changes in hospital admission rates by age vary between the cleft and control groups. Among individuals with oral clefts, admission rates continuously decrease with age until age 40-49 years and increase thereafter. Among individuals without clefts, admission rates increase markedly from ages 11-19 to 20-29 years by about two times, decrease slightly after that until age 40-49 years, and increase thereafter. Unlike differences between individuals with and without clefts in admission rate changes over age, there is no difference between the two groups in the direction of changes in hospital length of stay over age. Table 3 reports the effects of oral cleft status and cleft type on the probability of hospital admission, hospitalization days among those admitted, and the total combined effects on hospitalization days from the two-part model for each of the study age groups. Additional file 1: Tables S1, Additional file 2: Table S2, Additional file  3: Table S3 , Additional file 4: Table S4 , Additional file 5: Table S5 , Additional file 6: Table S6 , Additional file 7: Table S7 , report detailed regression results. Also reported in Table 3 is the percentage change in hospitalizations with oral clefts relative to the control group without clefts, which are also depicted in Figures 2 and Oral clefts increase the probability of hospital admission in all age groups below 60 years and increase the length of stay among those hospitalized for age groups below 50 years. The increase in admission probability ranges from 0.17 for age group 0-10 years to 0.013 for age group 50-59 years. This is equivalent to a 195% to 13% increase in hospital admission probability relative to the control individuals without oral clefts. The effects on hospitalization days per year among those admitted range from 2.5 days for age group 0-10 years to 0.8 days for age group 40-49 years, which represent 48% to 10% increase in length of stay relative to controls. The total effect of oral clefts on hospitalization days from the two-part model (which combines effects on probability of admission and hospitalization days conditional on use) ranges from 1 day per year for age group 0-10 years to 0.16 days per year for age group 50-59 years. These represent 233% to 16% increases in hospitalization days relative to the controls. The total absolute oral cleft effect in the 0-10 age group is twice as large as that in the 11-19 age group and four times as large as that in the 20-29 age group. However, the percentage increase in hospitalization days relative to the controls is still very high in the 11-19 age group at 202%. Among the cleft types, cleft lip with palate has the largest total effects on hospitalizations for all age groups below 60 except for age group 40-49 years for which cleft palate alone has the largest total effect. Cleft lip alone has the smallest effect compared to the other cleft types. Cleft lip with palate significantly increases hospital admission probability per year by increments ranging from 0.25 for the 0-10 age group to 0.024 for age 50-59 years. These represent 285% to 26% increases in admission probability, respectively, relative to the controls. The largest increase in hospitalization probability with cleft lip with palate relative to the controls is 362% for the 11-19 age group. Cleft lip with palate significantly increases length of stay among those hospitalized only up to age 29 years, with the increases ranging between 3.4 days per year for the 0-10 age group to 0.4 days per
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year for the 20-29 age group, which represent 64% to 8% increases in hospital length of stay relative to controls, respectively. The total effects of cleft lip with palate on hospitalization days range from 1.5 days per year for the 0-10 age group to 0.3 days per year for the 50-59 age group, which represent 335% to 30% increase relative to controls, respectively. The largest increase in total hospitalizations with cleft lip with palate relative to controls is 386% for the 11-19 age group. In contrast, cleft palate alone significantly increases length of stay among those hospitalized for all age groups below 50 years except for the 30-39. The largest effects are for the 0-10 and 40-49 age groups, for which length of stay is increased by more than 2 days per year (about 46% and 32% increase relative to controls, respectively). The total effects of cleft palate alone on hospitalization days range from 1 day per year for the 0-10 age group to 0.3 days per year for ages 40-49 years, which exceed the effects for the intermediate age groups and represent hospitalization increases of 219% and 54% relative to the controls, respectively.
Cleft lip alone generally has no significant effects on hospitalizations beyond 29 years of age (only a very small and marginally significant effect for the 30-39 age group). The total effects of cleft lip alone on increasing hospitalizations range from 0.6 days per year for the 0-10 age group to 0.1 day per year for the 20-29 year old group, which are equivalent to 133% to 17% increase relative to the controls, respectively. Cleft lip alone decreases hospitalization days for ages 60-68 years by half a day per year (37% decrease relative to the controls). Table 4 reports the effects of oral clefts on hospital admission and length of stay among those hospitalized for age groups older than 19 years adjusting for individual-level socioeconomic and area characteristics (Equation 3 ). Additional file 3: Table S3 , Additional file 4: Table S4 , Additional file 5: Table S5 , Additional file 6: Table S6 and Additional file 7: Table S7 report detailed regression results. The goal is to evaluate the extent to which the total cleft effects on hospitalizations described above are mediated by these characteristics which may also be affected by oral clefts. Adjusting for individual-level socioeconomic and area characteristics significantly decreases the effects of oral clefts on hospital admission and/or length of stay among those hospitalized beginning at age group 30-39 years, with larger decreases in the oral cleft effects over age. The oral cleft effects on length of stay decrease by more than half and become insignificant for all age groups above 29 years. Further, the cleft effects on hospital admission decrease by 50% for ages above 39 years and become insignificant for age group 50-59 years. The larger declines in the oral cleft effects by age after adjusting for individual-level socioeconomic and area characteristics and the overall minimal effect of this adjustment for the 20-29 age group strongly suggest that these declines are due to the indirect cleft effects on hospitalization through affecting individual-level psychosocial and economic performance rather than due to reflecting the effects of parental-level socioeconomic status that are unobserved for the older age groups. Improved individuallevel socioeconomic performance has the expected negative effects on hospitalizations, but is negatively correlated with oral cleft status (see Tables 2 and Additional file 3:  Table S3 , Additional file 4: Table S4 , Additional file 5: Table S5 , Additional file 6: Table S6 and Additional file 7: Table S7 ).
Effects on hospitalizations through socioeconomic status
In order to further check whether including the individual-level socioeconomic and area characteristics for the older age groups is reflecting their unobserved family socioeconomic background characteristics, we re-estimate the models for ages 19 years and younger excluding all parental socioeconomic, demographic, and area characteristics (Equation 1). Table 5 reports the oral cleft effects on hospitalizations for age groups 0-9 and 10-19 years after this exclusion (detailed regression results are in Additional file 1: Table S1 and Additional file 2: Table S2 ). The effects from this model are virtually the same as those in the full model adjusting for parental socioeconomic, demographic, and area variables (in Table 3 ). This provides assurance that the models for the older age groups that do not adjust for parental and family background characteristics are unlikely to be biased by such unobserved family backgrounds and that the changes in cleft effects on hospitalizations with adjusting for individual-level socioeconomic and area characteristics is due to the cleft effects on these characteristics.
Discussion
The study finds significant effects of oral clefts on increasing hospitalizations from birth through age 59 years. The effects are largest during the first 10 years of life and decrease with age after that but may remain large. In the first 10 years of life, oral clefts triple the hospital admission probability (about 195% probability increase), increase length of stay among those hospitalized by about 50%, and triple total hospitalization days relative to controls. Between ages 50 and 59 years, oral clefts increase admission probability by about 13% relative to controls. These effects are mainly driven by cleft lip with palate which has the largest effects in most age groups followed by cleft palate alone, while cleft lip alone has the smallest effects, indicating increasing effects with cleft severity. Cleft lip with palate and cleft palate alone have sizable effects on hospitalizations during both childhood and late adulthood. The largest effects are for cleft lip with palate during the first 19 years of life, where total hospitalizations are increased by more than 330% relative to controls. Cleft lip with palate increases admission probability between 50 and 59 years of age by about 24.5%, while cleft palate alone increases length of stay for those hospitalized by 32% between 40 and 49 years of age. Oral clefts have no adverse effects on hospitalization in the study's oldest age group of 60-68 years. The effects of oral clefts on increasing hospitalization during adulthood (30 years and older) appear to be largely due to oral clefts reducing individual-level socioeconomic performance which in turn increases hospitalization risks.
A particular strength of the study is the large population-level sample of individuals with and without oral clefts, which significantly enhances the generalizability of the results. An additional strength is studying hospitalizations throughout most of the average lifespan -up to 68 years. A third strength is the high-quality data on hospitalizations and other study variables which were collected as part of administrative population-wide registry systems (described above) and are not based on self-report which is subject to recall and report biases. The study analytical sample described in Tables 1 and 2 includes about 4.5 million yearly observations that represent 96% of the total number of observations identified for the study -the remaining 4% had incomplete data on the control variables. As mentioned above, studies of the long-term effects of oral clefts on healthcare use are rare and these data strengths enhance the contribution of the study to the literature. The study results are consistent with previous studies that report significant in-patient healthcare costs during the first 10 years of life for children with clefts using data from the United States [31] as well as higher hospitalization risks due to certain psychiatric conditions among adults with oral clefts in Denmark [32] .
The study has some limitations that warrant discussion. The study only includes data on individuals during the years that they were alive and does not account for individuals who have died or migrated out of Denmark and have censored hospitalization outcomes. Differences in mortality and migration between affected and unaffected individuals may have opposite effects on the study results. Oral clefts may increase life-long mortality risks [19] . Individuals who have died and were not included in the analysis would have been expected to have on average larger hospitalization risks and longer length of stay had they remained alive than individuals in the study sample. Furthermore, among individuals who died, those with clefts would have been expected to have more hospitalizations on average than those without clefts had they stayed alive. Therefore, censoring due to mortality might contribute to the underestimation of oral cleft effects on increasing hospital admission and length of stay for the population of affected individuals if oral-cleft mortality risks decrease in the future, particularly for the oldest study age group (60-68 years) for which mortality risks are higher and we find no significant oral cleft effects on hospital use. In contrast, there is an overall higher rate of migrating out of Denmark for at least two years by about 2-3 percentage points in controls compared to individuals with oral clefts born between 1960 and 1989. Specifically, these migration rates in the control group are 8.1%, 6.7%, 3.4% for birth years 1960-1969, 1970-1979, and 1980-1989, respectively, compared to 5.4%, 4.2% and 1.9% for individuals born with oral clefts in these years, respectively. There are no significant differences in migration rates between cases and controls born in earlier or later years and included in our study. If individuals who migrate out are healthier and have lower hospitalization risks, this may slightly reduce the generalizability of the results and lead to overestimation of the oral cleft effects on hospitalization for the age groups that include the birth cohorts with significant migration differences between affected individuals and controls. However, given the overall small difference in migration rates, it is unlikely that this significantly biases the study results. Furthermore, we do adjust in the model for the number of days when the study subjects were in Denmark in a given year, which accounts for differences in migration between affected individuals and controls for years when individuals were partly present in the country.
Another limitation is that we cannot control in the older study age groups for parental baseline socioeconomic status and demographic factors that may affect cleft risks and child and adult health and hospitalization. However, as mentioned above, we find virtually similar effects of oral clefts on hospitalizations for ages 19 years and younger when we exclude parental socioeconomic characteristics. Therefore, it is unlikely that this limitation has any serious effects on the study results.
Given that the control group is a random sample of all births although it excludes oral cleft cases, some controls also have non-cleft birth defects. This is expected to result in underestimation of the oral cleft effects on hospitalization. It is impossible to identify individuals with birth defects from the control sample who were born before 1977. However, we are able to identify from the National Patient Registry individuals in the control sample who were born in 1977 and after and who have been diagnosed with a birth defect within the first three years of life. As expected and shown in Table 6 , excluding these individuals decreases the hospitalization rates and average length of stay among the control group and provides further support for considering the oral cleft effects estimated in this study to be lower bounds for the real effects.
Finally, it is possible that multiple testing has increased Type 1 error. This combined with the large sample we analyze may have increased the statistical significance of the results. However, we limit the number of statistical tests for oral cleft effects in order to reduce the effect of multiple testing. Furthermore, several oral cleft effects are significant at p < 0.001, the significance threshold from a Bonferroni correction for 50 tests, which exceeds the number of tests that we conducted. We view the use of a large sample as a strength not just for enhancing the generalizability of the study results but also for increasing the study power to detect small to moderate effects that may not be detected in smaller samples but are still of clinical relevance. The effects of oral clefts on hospitalizations that we find in this study are small to moderate in magnitude, which adds validity to them as they are more believable than large effects. However, these effects are still clinically important especially during childhood and adolescence. For example, a child born with cleft lip with palate will have on average 25 more hospitalization days by age 19 years compared to an unaffected child. The validity and significance of the results as a whole are unlikely to have been affected by Type 1 error inflation.
Conclusions
In conclusion, we find that individuals with oral clefts use hospital care more than unaffected individuals beginning in early childhood through adulthood. This increase in hospitalizations is largest during the first 10 years of life and is more pronounced for individuals with cleft lip with palate. The study has important implications for improving the care of individuals with oral clefts and for healthcare policymaking. The increased hospital use with oral clefts over most of the average lifespan emphasizes the importance of acknowledging oral clefts as lifelong morbidity risk factors with health burdens beyond infancy and childhood. Optimizing the wellbeing of affected individuals requires treatment programs that account for the aboveaverage hospitalization risks throughout life and provide preventive interventions to reduce these risks. The increased hospitalization risks suggest that individuals with oral clefts may have greater need for healthcare insurance than unaffected individuals. This highlights the importance of policies that enhance the access of affected individuals to insurance in countries where individuals with birth defects face larger barriers to insurance than the general population because of pre-existing condition exclusions. Furthermore, improving the long-term health of individuals with oral clefts and reducing their hospitalization risks involves reducing the adverse effects of oral clefts on psychosocial and economic performance outcomes such as marriage, education, employment, and income. This highlights the importance of evaluating the costs and benefits of interventions aimed at enhancing investments in the human capital of affected individuals. The study highlights several relevant questions for future studies. One question is identifying the health problems among affected individuals that result in increased hospitalizations and common etiologies as this will be important for identifying prevention strategies and improving health outcomes. Another question is assessing the interactions between oral cleft status and family socioeconomic and demographic backgrounds that may modify the oral cleft effects on hospitalizations in order to identify groups at higher risks for hospitalizations who may benefit more from focused interventions. There are virtually no differences in the supply of and access to providers of oral cleft repair surgeries in Denmark given that these surgeries have been centralized at two hospitals since the mid 1930s. Also, there is limited variation in cleft repair surgery take-up and timing due to the universal healthcare system. Therefore, variations in supply and quality of cleft repair surgery and take-up of these surgeries do not explain the study findings. Nonetheless, in countries where such variations exist such as the United States, evaluating how they affect long-term hospital use of affected individuals is needed. Finally, the study highlights the importance of studying the long-term effects of oral clefts on other types of healthcare use including outpatient, emergency, and dental care. 
